In addition to general cleaning procedures, quartz glassware for photoisomerizations were rinsed with concentrated nitric acid and then distilled water to remove any metal contamination from the glass surface. Photoisomerizations were performed using laboratory grade ethyl ether (Fisher Scientific cat # E134-4) and hexanes (Fisher Scientific cat # H292-4). Silica gel was purchased from Silicycle, 60 Å (cat # R12030B).
analysis indicated that this oil was an 87:13 (weight ratio) of homoallylamine hydroacetate: methanol. The yield of homoallylamine hydroacetate was 93% (85 mmol). 1 H NMR (400 MHz, CDCl3): 6.98 (s, br, 3H), 5.83-7.83 (m, 1H), 5.20-5.13 (m, 2H), 2.91 (t, J= 7.4 Hz, 2H), 2.39 (app q, J= 7.1 Hz, 2H), 1.96 (s, 3H) . 13 To a dry 100 mL round-bottomed flask equipped with a magnetic stir bar was added 2 0.93 g, 5.00 mmol), activated 3 Å molecular sieves (0.93 g, 100 wt%), 4-buten-1-amine hydroacetate (1.31 g, 10.0 mmol), and anhydrous acetonitrile (50 mL). The reaction mixture was cooled by an ice water bath (0 °C). The reaction mixture was allowed to stir at 0 °C for 5 minutes, and NaBH 3 CN (0.79 g, 12.5 mmol) of was added in one portion.
The mixture was allowed to stir at 0 °C for an additional 5 minutes, and then the ice bath was removed and the reaction was allowed to warm to ambient temperature and stir for 4
h. It was then filtered through a plug of celite, diluted with CH 2 Cl 2 (100 mL), and added to sat. NaHCO 3 (100 mL). The aqueous phase was extracted with three 100 mL portions of CH 2 Cl 2 . The combined organic extracts were washed with sat. aq. NaCl (100 mL), dried over anhydrous K 2 CO 3 , and concentrated in vacuo. The diastereomer ratio was measured to be 7:3 by integration of the resonances at 4.3 -4.5 ppm in the 1 H NMR spectrum of the crude reaction product. ) and an FMI pump, as previously described. 4 The bottom of the column was packed with dry silica gel (8 cm), and the top of the column was packed with silver nitrate impregnated silica 4 (3.3 g).
The column was flushed with a 1:4 solution of Et 2 O and hexanes. The pump was turned on and the rate of circulation was adjusted to about 100 mL per minute. Eight lamps of the Rayonet reactor were turned on, and irradiation of the mixture was carried out for 24 h. The column was washed with additional solvent (200 mL) and then dried by a stream of compressed air. The column was emptied into an Erlenmeyer flask (500 mL), and the silica gel was stirred with acetonitrile (200 mL) for 30 min. The silica gel was filtered, (+) Hyacinthacine A 2 was synthesized in three sequential steps. Intermediates were not chromatographically stable, and were directly carried forward without purification.
The (E)-cyclooctene (40 mg, 0.13 mmol) was dissolved in THF (5 mL quenched by the addition of water (0.2 mL). The reaction mixture was warmed up to room temperature, and saturated aqueous NaHCO 3 (10 mL) was added. The product was extracted with CH 2 Cl 2 (2x20 mL). The organic layers were combined, dried with K 2 CO 3 and concentrated under reduced pressure.
To the resulting amino alcohol was added a methanolic HCl solution, which was prepared by dissolving aqueous 4 M HCl (0.8 mL) in MeOH (10 mL). The mixture was stirred for 30 minutes. The solvent was evaporated and the product was re-dissolved in a 4:1 solution of 4:1 AcOH:H 2 O (10 mL). The solution was stirred at room temperature for 2 hours. The solvents were evaporated under reduced pressure. The product was re-dissolved in aqueous ammonia (5 mL) and stirred at room temperature for 5 minutes. The aqueous layer was washed with CH 2 Cl 2 (2x10 mL) and the aqueous layer concentrated under reduced pressure, yielding 0.25 g (85 %) of (+)
hyacinthacine A 2 as a yellow oil. The NMR spectra of (+)-hyacinthacine are pH sensitive. 5 Copies of the 1 H and 13 C NMR spectra of hyacinthicine A2 have been published by Ribes et al., 5, 6g and the presently described NMR spectra for hyacinthicine A2 at pH 9.0 correspond to the spectra of Ribes et al. A NMR data is provided to compare the spectra of our hyacinthacine A2 to that described for natural hyacinthacine A2, 6b and the synthetic hyacinthacine A2 of Ribes et al.
5,6g
The following spectral data were observed at pH 9.0: 3H), 3.70 (dd, J = 12.0, 6.3 Hz, 1H), 1H MHz) ! 82. 5 (dn), 79.3 (dn), 72.2 (dn), 69.7 (dn), 64.4 (u), 57.8 (u), 32.4 (u), 27.3 (u) . 
